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withfamilialhypercholesterolemia,duringsequential therapywithadietlowincholesterolandsaturated fat;thedietpluscholestyramine;andcombinedther‐ apywithdiet，cholestyramine，andcompactinThe individualserumcholesterolresponsesareshownin 
FigureLMeanserumcholesterollevelsfbllby20per cent,from356±l4mgperdeciliter(9.27±O36mmol perliter[ｍｅａｎ±ＳＥＭ.])to285±９mgperdeciliter (7.41±O23mmolperliter）duringcholestyramine treatment（P<０００１).Theadditionofcompactinto therapyproducedafhrtherreductioninserumcholes‐ terollevels､Serumcholesterolfiellby24percentfrom thelevelobservedduringdietaryandcholestyramme 
treatment(285±9mgpcrdeciliter),to217±l0mgper deciliter（5.64±Ｏ２６ｍｍｏｌｐｅｒｌｉｔｅｒ）（P<0.001)， andby39percentfiomthelevelobservedduringthe dietalone(356±l4mgperdeciliter)(P<0.001)These efIbctsofcompactinweremaintained，withoutsub-sequentincreases，throughoutthetreatmentperiod （Fig.１).Fourweeksafterthewithdrawalofcompac‐ ｔin,serumcholesterolretumedtothelevelspreviously presentduringcholestyramineanddietarytreatment・Meanserumtriglyceridelevelsdecreasedslightly， froml50±３０mgperdeciliter（1.69±O34mmolper liter)duringdietarytreatmcntalone,to99±７mgpcr deciliter（1.12±OO8mmolperliter)duringdietary， 













Figure2EffectsoftheThreeRegimensonSerumLow-Density‐ Lipoprotein（LDL)，High-DensityLipoprotein（HDL),Very-Low‐ DensityLipoprotein(VLDL),andIntermediate-DensityLipoprotein （IDL)Cho1esterolLeveIs 
Dataaremeans±Ｓ,Ｅ,Ｍ､ToconvertcholesterolvaIuestomiⅢ‐ molesper1iter,multiplybyOO26． 
liter）（P＜0.001)，andbyl4percentfiomthelevcl observedduringcholestyraminctreatment(258±5mg perdeciliter）（P＜0.001)．Afterthewithdrawalof compactinthephospholipidlevelsreturnedtothe previousvaluesassociatedwithdietandcholesW-
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Figurel，CholesteroILevelsduringtheTreatmentSequence、Toconvertcho1esterolvaluestomillimo1esperliter,multiplyby O､026.``F，'denotesthefinaIdeterminationmadeinthattreatment period､Tdenotesvaluesobtainedbefore`Ｆ'，values． 
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shouldincreaseLDLcatabolismbystimulatingthe LDLpathwayandshouldsuppresscholesterolsynthe‐ sisbyinhibitingHMG-CoAreductase5Cholestyra-mlnepromotesLDLcatabolismthroughitsspecific physiologicclearancepathway､６Asaresult,thefiac‐ tionalcatabolicrateofLDLisincreasedduringtreat-mentwithcholestyramineinheterozygouspatients ｗｉｔｈfamilialhyperCholesterolemia、Recently,anewclassofcholesterol-synthesisinhibi-torswasfbundtolowertheplasmalevelofLDLcho‐ ｌesterolinhumanbeingsandanimals・Compactin,dis-coveredbyEndoetaL，isafimgalmetaboliteisolated 悪lgfﾉ;:iliiij(鰍ii:鮒:二ibpoにⅢ…blcmⅢ
Astructuralanalogueofcompactin,mevinolin,'o'１’ lsevenmorepotentthancompactinininhibiting HMG-CoAreductaseandhasbeenfbundtobeefIisc‐ tiveinloweringserumcholesteroL'４，l5Accordingto studiesof['251]LDLturnoverinyoungdogs,ｍｅvino‐ ｌｉｎｌｏｗｅｒｓｐｌａｓｍａＬＤＬｌｅｖｅｌｓｂｙａｄｕａlmechanism： suppressionofLDLsynthesisandstimulationofthe 
receptor-mediatedcatabolismofLDLintheliver､７１n culturedporcinehepatocytes,anincreaseinreceptor-mediateddegradatiOnofLDLwasalsodemonstrated afterl8hoursofincubationwithcompactin23 Treatmentwithcompactinisidealinfamilialhyper‐ cholesterolemiainthatitreducesserumcholesterolby ２２ｐｅｒｃｅｎｔａｎｄＬＤＬｃｈｏｌｅｓｔｅｒｏｌｂｙ２９ｐｅrcent,but serumcholesterolandLDLcholesterollevels(303±８ and211±llmgperdeciliter,respectively)stillremain abovenormalatdoSesoｆ３０ｔｏ６０ｍｇｏｆｃｏｍｐａｃｔｉｎｐｅｒ ｄａｙＩ３Ｎosingledrug,includingbileacidresins,can normalizeserumandLDLcholesterollevelsinfhmil‐ ialhypercholesterolemia22 




IntheJapanesepopulation,2laswellastheEuro‐ peanandAmericanpopulations,lheterozygousfhmil-ialhypercholesterolemiaoccursatafiequenｃｙｏｆ ａｂｏｕｔｌｉｎ５００１ｔｉｓｃｌｏｓｅｌｙａｓｓｏciatedwithpremature arterioscleroticheartdiseaseTheincreasedlevelsof LDLinfamilialhypercholesterolemiaappeartoaccel‐ erateatherogenesis・
Forthetreatmentofheterozygousfamilialhyper‐ cholesterolemia，cholestyramine，colestipol，nicotinic acid,clofibrate,andprobucolareefIisctiveinlowering serumcholesterollevels､22Accordingtothefindingsof GoldsteinandBroｗｎ，familialhypercholesterolemia isadisorderresultingfiomdecreasedLDLcatabo-lismbythereceptorrouteandfromlossoffieedback 
regulationofcholesterolsynthesis2Thus，treatment 
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